Ségalat makes several interesting points regarding the relevance of monogenic disorders in the identification and validation of novel drug targets. Nonetheless, we feel that the comments are overly conservative. It is not the logic of our argument that is criticized by Ségalat; it is rather the practical applicability of our approach to drug and target discovery. Our approach is not exclusive, and we did not intend to imply that it would be applicable to all disease states. Our point is simply that monogenic disorders can be of value in understanding the underlying pathophysiology of many common diseases, and if so they should not be overlooked. Multiple examples of major drug programmes that are already in progress that stem from, or are influenced by, human monogenic molecular results, support our conclusion. We have suggested that more effort and resources should be placed in this arena of human genetics, to complement the current enthusiasm for whole-genome SNP-association testing, and that the potential value of such genetics for new drug target validation should always be considered. We have also noted in our article that the distinction between 'monogenic' and 'complex genetics' is more operational than theoretical, but feel that this is still a useful distinction as long as the limitations of this dichotomization are respected.
